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Abstract of JP2001 058950 

PROBLEM TO BE SOLVED: To obtain a cytokine regulator capable of promoting the production of transforming 
growth factor-&beta having potent cell growth inhibitory action against epithelium-derived cells and the like and 
inhibiting the production of inflammatory cytokine by including a vaccinia virus-inoculated rabbit skin extract. 
SOLUTION: This cytokine regulator is obtained by including a vaccinia virus-inoculated rabbit skin extract as active 
ingredient. It is preferable that cytokine regulation means promoting the production of transforming growth factor- 
&beta and interleukin-10 and inhibiting the production of tumor necrosis factor and interferon-&gamma , and this 
regulator is used in treating diseases including wounds, burns, detached retinas, inflammatory intestinal diseases, 
perforative peritonitis, septicemia convalescence and articular rheumatism. The daily dose of the above extract is 
pref. 3.6-16 units either singly or in two to four portions, and the administration is conducted intravenously or the 
like. 



Data supplied from the esp@cenet database - Worldwide 



http://v3.espacenet.com/textdoc?DB=EPODOC&IDX=JP2001058950&F=0 



05/06/28 



(19) B#@«$ffrr (JP) 



da & m & hf # (a) 



#^2001-58950 
(P2001-58950A) 
(43)&§l B ¥j£l3*F 3^ 6 9 (2001. 3. 6) 



©DIntCL 7 
A 6 1 K 35/36 
A 6 1 P 1/00 
17/02 
27/02 
29/00 



■roe* 



F I 

A 6 1 K 35/36 
A 6 1 P 1/00 

17/02 

27/02 

29/00 

m&m& 6 mm (± i jo 



4C0 8 7 



m&m\zm< 





ftK¥l 1-272893 


(71) tHUA 


397055067 










(22) HIS H 


¥fSl 8 n 20 B (1999. 8. 20) 




*Rjfcl£liCmH*« 1TB 3 #40*1 






(72)36W# 










AE^«Ig*iSA«lTB3»40*f j£# 














(72)851* 


Mm w?- 






















(72)»W# 










*RJ&»JiCTtfB§*«lTB3#40^ ®* 



















(54) im vm>wmm 

(57) 



*\ mmumtiL. wmzm-u&m. mm. mm® 



(2) iJ2 001-58950 (P200 1 — 5GchA ) 



M*iH**tf>«H] 

rcommtfRMLtz. mm. mm. mmmm. amm® 
m&. rnmmm&. vmvw+ts* 

&m £ ti&mxm 1 ~ 2 im<?>w v*4>w®m\. 

h wm. 1 - 2 mmwj htrj ysmm. 

rcommtfimLtz. mm. mm. mmmm. ■-m.'tm 
m&. mumm&. w.m&^tk. mmwrnx 

&mcr>imi l zmmzix&mxm^2mm<?)ir'( ht4 
ymmi. 

[0001] 
[0002] 

KftmizT^x<r>*kwm&tti-&mm&x'$>K). vy 
j-tmfrbg&.Ztt&y-J y\±vy-7*f}4 y. m 

yt ^foatih. *m ycr>±Wi£mz 

tfmx'immmtwyx x <imtn^z^v 

[000 3] L*>U Z<r>/<7yxtfMtl&b. 1M V 

ti 4 ym&m&tfftmLtz *). ttzim* omf&om 

mm^mmt^h. mtn. mkztttzmmmtm 
? (tnf-« ) izm-z>%<nwm®m mm®®) a* 

+ftmmL%^m-&. TNF-alWh*>f^7h 

7-7Z1YLX. -i yf-v-i^y- 1 ( 1 L-i ) . 
A y?~vj *y-6 ( I L-6) , 4y?-n4*y 

-8 ( 1 l-8) m<nz&i*z%m<r>£.im*r4 



&cr>m$m££.tz-tt. -owzte-g. w^wx-eimmt 
mmzti. s&mm&xhhmm^^mz-otctf 

ht\^btlX^h. 
[0004] 

iz&^x. mmcoBfc. mm&ifmsizm^-th^ h 

ti4 ytfPPMLX^Xts*) . *<otz*b. ?4 htr^y* 

&&n&m^im<7>mmz&m-$-hM9L s <?. mizmA, 

x\ mffi%*M y<nm&.3.tzi,tZcr>m&<7)V\iffl. 

• kz*t4 y<?m&. moLmmzmttfe 
mmt-t&m2ttf&A,x'h&. 
[0005] m*W4 ycr>o-h. h^yxy* 

-5y//n-7^7 7^ 0 (TGF-/S) li. & 

^mmm<r>mmm^t Lx&mzixtzw yxh 
htt. mttT&mzm. k> iBSftfcTG f - >s ! xm.-? 
vxiz&^x. zmgizmizzmtimttiizzmiis 

^IftmthZb (*4<f-*— (Nat u re), 3 
59 : 6 9 3. 1992). RtS. #^Wc0fiM, m 

ftmizm-i < mm* fMmmmwmmmmmmm . m 
^?<omiimftmizm-j<mmmmz}i-t&feim 
m. mtefvmfcmnmmm. rvy^mmm^T 
h 2 fflmm^-yy hz-<t&ftmwtfwmztix^&. m 
tz. m&X'it. m&mmmmx'iim.m^iSMM.TG 

i/y (Nature Medicine) , J_: 7 

4 , 1995). mwmim.cr>mwL. mmiztTGF- 

0ls<>\sCD{&Ti) i m j §-LX^&tmmZtiX^&. Zcr> 
TGF-0<D£.W%ft<7)ftmW¥tLXli. TGF-/3 

imiimmztt Lx&^mMmmwMftmzttz z 
t. zix^MM&tewJ h#-r y<r>m&.*m\-tz>c\ 
t*mmmztix^&. 

[0 00 6] itz. ^y^-o^y-io ( i l-i 

0) it. ^SfflSSfflflaT'ftl.T'jW^cOTh, tTh 

2 frt>%&wmtcr>o%, *5t>tTh 2 mf&mfrt>m± 
ztih*r4 hujyx'. mmmz&»z > $>gi®®<7>w® 
&m. cD8+mm$m&Tmfo. Viftm±m&. mm 
mmizm-zimwitm. Th, mm^^oyr-^ 
izm-zmmftm. Th t isaia**^ vt^yxh 

M^-7xoy-r ( I FN-r ) &tfv?u7 7 

i L-em<^m±.inm-t^^ti)m^ixx^h. 
^TNF-atiL-ni ^m^wfttzit^ms 
m^<mmL$>o^ VA^ytLxmhtixn^o. 
ttc.TNF-a. iL-ea. ^hcomm 

w§,^9o-ymm<r)^msmm.. snmmm 
■a. ?y 2>mmmz x zwmfr h<r>^mm<m 




LT „ t h cvmm&kffi& J $>? a- >mX'UT NF- 

IL-1. I L-SnmZiZWffl-th I L-l OCT) 
JM«+ 1^ U#**(c«T L T O* £ fc ( BflcfegL 2_ 
X. 16:97, 1995). IL-1 OiBftTKft-? 

vxz'U s e^feSffisgim* { 5iiit;^ffl-r ft ;t ( 

(Cell), 15:263, 1993). IL-10 

(70tj vis t)V *7 y t — V3Dy — 

(Brit. J. Pharmacol. ), 115 : 6 
84. 1 99 5) m<r>%Sfefrh. I L- 1 0g£O{£it 

oft. 

[0007] 

m. z ti e?mmz&tt&&ffii?£tz\m®Mm&m<v 

OI L-l 0<OiS£$:{©iU IFN-rSl/TNF- 

cooo8] v?is-T^4)vxwmL%&mimtto& 

17 1 0H£ie&§ixTOftK&^ftt-£>>9. Ztli 

»£#fc UJli, feglfflg. fitrwMf-. IS* 
aix/mm. mzxhuximizh&mmmiznt 
&m#nzftm~rzm\tLx. -eo^rjui***^ 
r#fij X'mzti&i)\ ttzit^m. r #^j kstatwt 

mmtZtiX^Z ry^Dhnmfij "c*s*u HE 
SfflSSffJi: LTHJlESivCOft (OT. (ott- 
LTE^-) . LA>U £*UfcT\ iMha-f :T*ftT 
GF-/3. IL-10, I FN-rfccfctXTNF-a^ 

[0009] l&bmzfrfrh V7 is— TV -4 IVX^W 

is^tt. him-'sl&im y<7)v^Mzx->xm^ 
htf, l-eo^^a/B^KHTtiM^figT-^o. & 

t4«*j«jKBko i 3 %mmmm.#tma; Lxtk^-t ft ^ 

t*>T'#ft. ii$ti:3~3 2Jii{i/B. #£L<I43. 
6-1 6JjM2/B£. lBtcilSI4fc«2-4@tc4)'ft 

"Tft. 

[0010] JaTKSOtW**UT*flWt»Mt=KIB 




)S2 001-58950 (P20 0 1-5UBA) 



-tft. 

[00 11] 

[HiSfflll ] 8~1 5il^-cO (C 5 7BL/6 X D 
BA/2) F, iV>Xt, i&mWF)V7i'-T*7'\)V 

^wm&m&mmm. (attjjR) 12. 5*©/ 

kg*J*0Bia*J»*UW*£fc. 3BSjiBISUi$l*liS; 
-5-Lfci§£?x S5«2 4BfflBlc^;**BUlLUfli» 

WELL. m^t^ciO^RNASrttthftSSL-SO 

v 3 y (RT-PCR) Lfc« %r«<rr?*? 

XB$HR NAl/igtCTGF-ySi Sfr?##IWT5£T 

£-j£S£*£ffiOTcDNA£lHHL*:. ^yy°)V<Oc 
DNA$r2%^y;Umm*»tCJ:0»SL. 5 2 5JS 

ti. mmiz. &+r>7')vcr>RNK£*)[K[%mmtLxy 

0 -fe/Ur/U^b h - 3 - u yKlKTKSP* ( g 3 P D 
H ) itfr^ClOVvc t itfe^RjE^ A 0 c D N A£-£j£ 

f*. c d n a £tt<s L/c . s^y^mmasi^ «t O^B 

LJtgSSiSS^GSPDHvs'^b-coigJK^. f>y 
h^-^-tiDSH^L^. #-9-y7*;Hco#TGF 

-fii ^tG3PDHJ<yv<Dmmt^ntattz. 
[0012] -eo^i: lx, 2%m^y^m^M.m^z 

S^-Sf^cDNA^^A^K<7)^\ ^BlSPtCit^L 

^SWiEa^ix^. T'y^h^-^-SS^tiftTG 
F-/3, AyKtG3PDHA'y h'cOffi^JtO^ffi 
ti. ttaiJKS^PJi^ 0 . 9 X'fo ") . if!!SP{±*«> 0 . 7 

^Lfc (mim) . M^ftB^t;. H^m^aaj^ 
^^ff^wfc^rm ( p < 0 . 01) izim-t&z t *m 

ULtz (^212) . 
[00 13] 

[iai] 

[00 14] 
[02] 
[00 15] 

[HJSCT2] 8~1 5M^<0 (C 57BL/6 X D 
BA/2) Fj it|V'>>t.2E^. *%BflcO'7^^r'7 

>f^xs«^stua£^jtaaj?s mtam) 12. 5 me 



(4)^2 001-58950 (P200 1-5U/A) 



/kg^, lBllH]3BSaHffifl5rtS-^L)t. 2 4B$ 

sm&tmt: mmztstf- Ltz . mm±mimuL. tg 

F — fi <o£3MS14 £ 5 ^^B$SI*i^*fflfia^ti5i?P©JvStt 

jRLit. i!m!)iat§*±m^v§ttMTGF-/3se» 

£ , -fry lM -y f-SlfflP^&S (ELI S A ) SJ^K 

C 0 0 1 6 ] atti?gS-^{Cj; 9 . TGF -/S^fE^K 
3pWkWC3:<, TGF-/9<^adS^t{Sjt$ix 

iit^wsiifc. **i*^«isttasjafeii, tgf 

-tfj , TGF-/3 2 , TGF-/5 3 <7D:£TGF-/9v§ 

ttSr^ai-rstot'&^o-e. tgf-^ Hra^-csr 

TGF-/3! £fflWtffr£Lfc. jfcfcvSttSTGF -/3 

mTGF-/3£te®miz$EWiZ-£x'rt~>tz. xm&nm 
&m& j mx'i±. mmrGF-fiit 907. 7 P g 

/m 1 , £TGF-/3U: 1 2 26.4 pg/ralt 
h-ofzCOlZlQL. *J88B"Ctt#« 13 5.5 Pg/m 
1.639.6 P g/m 1 T'ftoTt (SS30) „ ZCO 

mjtcDTGF-f3m£.*i8mLfz. 

[0 0 17] 
[03] 
[00 18] 

[HSS0IJ3] 8—1 5M3tC0 (C 5 7 BL/6 X D 
BA/2) F, fil^^XtC. 2t=^<7)'7^v--r^'f;W 

■xtraraj&aae&jwaaiaE (ttaj^o 2 54i{&/k g £ 

^U5rttlIIliSlt-rS«Oi:(5S[SI^. nytf-^Kyy 
A6. 2 5mg/kg&6^(iaStffl±3:&!?8t$:&l*J 
&StL£. £^£3Batc#v?xj:9lfiL?8£8aXL. 
ifcfcfc^HLTWtfW-vrrt'fc Lfc. -/fEL 

hTG F — >3 1 S-ffifflLTJflljf^vSttaTGF-yg! 

*->fcfrc«, tainm^^mm'p^ism^TGF- 

0 1 Ji8 . 7 6 n g/m 1 , WmT\&7 - 12ng/ 

v>XlMif4'^ttMTGF-/3 1 ti7 . 86ng/m 

1 . *fBSaPT*<i7 . 0 5 n g/m 1 X'hitl (314 

0) . ioidtcttasJBaft^KiO, ay*tA«jyA 

m^miz^Miz±^ttz (p <o. 05) . 4*. ny 



[00 19] 

[04] 

[0020] 

[#MI4] 8-1 5>i^<0 (C 5 7 BL/6 X D 
BA/2) F t IKV^XIC. l&mWlis-T^ilV 

x®im&&jmmmiiii6 mtam) 1 2 . 5#<a/k 

g$rlB103Bra®«aS^I*l^L. 2 4 BSHIt&cil? 

-soxuzm^lk. RT-PCRWfyrA-fcUfc. *t 

WMRNA l//gt:iL-l OjH^PWWWTatr^-f 
v-^Jai. i£SB^«S:^ffl$-*TcDNASr^L 

±m.yy 4 zmzmm Lwmtv n a^p 

3t£ffiWCcDNA£ifl|@L*:. R*(C. *-9">'7 , /K0 
£R N A J: 9 ftStmm b. LTG3 PD H jUg^lC^ 
j^E^KJiSlCiO cDNA5r^L7tf^. cDNA 

i mm Ltz , ^yyivcn c d n a £ 2 %*^y;umM 
&iJjfc:J:9#BL. I L-10O4 2 1 
c^llUgSrTy^h^-^-tciOaS^L/i. IL-10 
RVG 3PDHORT-PC R^JSf£<7) c D N Ajglf&KO 

2%«^^«^acij^«-c% ttajfKS-^s (i^-> 

4 . 5 . 6 ) cOc dn AmatMiif* *MP ( U-^ 
1. 2, 3) <fc9i§W\'yKS:^L*:. ?yi/b*-9 

-t,z£*)^y\ t mm£m%.Ltzik. ^yy-Mz^ 1 

L- 1 0^yb*kG3 PDHA>-K<7)*&g$rit'&L*:iig 
MfliEBtfVO' FiMUtT^** 1 • 0 L/ci: S . 
tttii?SS-^PO :s F^ffi«i2. 6 2T% ttilljSS^J: 
•9 . I L- 1 0ilfs^lS¥*^« ( p < 0 . 0 1 ) tcffi 

mztix^rz msm) . 

[002 1 3 

[05] 

[0022] 

temmixm ( ttms ) 12.5 iws/k g jwhs^-c 

J;I>IL-1 Ojt(s^!iS^{£jt5iI2^. #»2E^ 

4^SttltH«<0«fffc:"C, B?lIimRNAl//gJ:'9 I 
L-l oaC^FiCOV^TRT-PCRSrtfV^ itfE^fe 

(Ol L-10bG3PDH^y ^m&itt: l . OfcLfc 

k # . ^a*««a*» 1.31. tttutHft4«2 . 2 

9X\ 30tft#-lCit'<"Ce«ttfi*»-3fc36«, *B»*"C 
t.IL-1 0ii^«6¥{Eii«lSl* ? l2^^n^ <*6 
0) . 

[0023] 

[06] 

[0024] 



(5)^2 001-58950 (P2001- 5Gch P A ) 



&mmmm mtam) 10. 25. 5omti/kg£ 

(C57BL/6 X DBA/2) F t mW*t,Z^ 

3 Bstz 5 husk^s-^. 1 6 Bsmtkizmmzm®. l 

T. JPiW£#?IU 3. O/tg/ 

m 1 #£TT'4 3lWgitU *Mth»+0 1 L- 1 0 

bub. tkmm<oftfg.uz. m5Fm*-Wkz-m.~?*7x i l 

£ti& I L - 1 OSSifi, 1 OWkg^St'l 
2 9. Opg/ml, 2 5#{£/kg&-(j-3rei 3 1. 
1 P g/m 1 . 5 OJUft/k g&WC 16 3. 6 P g 

±m*v> i l - 1 o&ew&#. mmmm 107. 5 P 
g/m 1 . &£utt^ffl£a:^&ft- ! ?-f¥i 12.3 

P g/m 1 CO I L-l OgSffiglCitKU *B (p 
<0. 0 5. fo&W&P <0. 0 1) IZ±&1,K (^7 

m) . 

[0025] 

[07] 

[00263 

[HSS0IJ7] (C5 7BL/6 X DBA/2) F, 

fcrnmiam mmm) 6. 25, 12. 5#<a/k g 

5r . 1 B 1 @ 3 B l8miKI![A»4- b£ . MMtW} 

xiznmtm±m$mm. itKmwm.mmtLx? 

*lM*VV2mg/kg/e|£R||McS*L;fc. Aft 

*fA'>jyA2. 5 ^ g/m 1 #arrc 2 4 Bflgigll 
U JMLbflWai FN-rfclffM 7fEL I SA 

t-e^MSBIKWl FN-r*t««ra^S*, 1 2. 
5 #{4/ k gt, t^IM * WS-S-gftf) 1 • 7 8 n g 
/m 1 fclaHSJgOl . 94ng/ml£T\ I FN — r 
a£**WMLfc (SH80) . 

[0027] 

[08] 

[0028] 

[Htt0V8] (C57BL/6 X DBA/2) F, 
(ttliii&) 12. 5JiM&/kg£. IB IE 



2mg/kgSrH«(cS-5.Ut. Smco^i0^2 4 

yy(E. col i026:B6) 1 0/jx g/m 1 
ffiTT2^StgSL. ^S±m*^TNF-a^-9-yH 

7fELI SA^tCfc O^ftL/c. &ft&<Offr£(;: 
(4. it^ffl^mi-av^TNF-a&ffl^^. ttffi 
$&Wt'<OS¥ffll&OTNF -a&±ti. 
^^BfcHSKiTiWWSftfc (ffS90) . 

[0029] 

[09] 

[0McOffi#^|JiBj] 

[01] HMW1 t*3»tl>RT-PCR^5^cOTGF 
-0! &tfG3PDH<OcDNA<7)fl^^f£?)Ayh' 

[02 ] %wmi tmmv>m8izm%2>amz?f^tzm 

m.X\ TGF-)S, fcGSPDHcomm&t&f&TV^K 
cOiHKJtSr^-r/7 7 X'foh . 

[03] HMW2tCfcftl»V^XcOji?|fflflaiS*±?t^cO 
VS14MT GF-/3 vStil&l*£TG F — /S *S1± £^"t/5 

[04] mmmsiz&if&y-yi^ yi-EL I sashc 

ct0ai^L^v^x<oifil?f+«Ovg14MTGF-/3 l £H 

[05] HJfeWl4{Ci5ttl.RT-PCRR^cOI L- 
1 OStXGSPDHCOcDNAW^iiclll^WN'VKcO 

[06 ] mum* tnmmBmkmbt amzn^m 
mx\ iL-iotG3PDH^y Kora&iri&'v* 

[07] mmme^za^h^^x^mm^yiti-^ 
v yA$ijst^±m^o i l - i o&s&zv-y fM y 

fELI SA^cJ:0afl«L^m^-r/57Tj> 

s. 

[08] HSt097tct5»tSv^x)i¥«lJiSO3y^^^-»j 
^A^JSttSSim+O I FN-riSJK5r^yhM -y^-E 

l i s Aissisgcj: o^usemfcjjrf ^7-c& 
[09 1 nsfi^stcfctt^^^xwiaiiaco^iitti^x 

y H v >-MStg^±?f *cOT N F - aSJ££-9->' H 
-(•xfELI S AffiU^tJ; •JSI^L^S^^-r/^ 

yx'bh. 



• 



(6)^2 001-58950 (P2001- 5Gch;fH8 



1.0 

0.9 



m 



T 0.8 



0.7 



0.6 



mis 



[H2] 



n= 3 



:i':i::.;5;Jj, 




10 



n = a 



2000 



[03] 
83H 



. n = 4 



P<0, 01 











i!!! 


iiiiiii 

1 II.. 




!i!fi 


1 


"i- 


7 
















1 

I 

I 

its 



arm** $mm £&&m wwi imwi 




[08] 



$m%* &m mm mm 

lOtttAs KWiAi bm&to 



n = 4 




£Sft&ft tetfcfe* l&ajtft fw/y 



(7) ^2 001-58950 (P20 0 1-5P/A) 



[09] 



SB 9 a 

n= 4 

12 i 




&&&&& mw> 



7oy h^— S*7)K& 

(51)Int.Cl.v FI rW (##) 

A 6 1 P 43/00 111 A 6 1 P 43/00 111 



(72)26*5!* BOil fall F^-A(##) 4C087 AA01 AA02 BB48 BC83 CA06 

^RSWt&JKTfTB^lTa 3 #40^ MA01 NA14 ZA33 ZA66 ZA89 

^Stt^ttlU^SflSBIfrt ZB02 ZB07 ZB09 ZB11 ZB13 

ZB15 ZB35 



